. Pharmacokinetic parameters of (+}-nicardipine after the administration of oral and intravenous racemic nicardipine with water or grapefruit juice.
AUCgrea under the plasma oonoentrstlon-tkne wrve; CL.clerance:
Fh. fraction of the dose absobed intact into the hepatic portal vein that is not lost to the first-pass metabolisn
Fabs.fraction of the dose of drug absorbed from the wt lumen: and Fg,fraotion of the dose absorbed that is not nnet.bolized by the enzymatic processes in the gut membrane. .Observed oral biowailability ie.. Fobs = Fabs -Fg-Fh. 'P < 0 .05 -Pared with water intake. Table II . Pharmacokinetic parameters of (-)-nicardipine after the administration of oral and intravenous racemic nicardipine with water or grapefruit juice.
AUCjeea ndw the plasma concentration teen wrve: CL.cleranoe:
Fh, fraction of the dose absorbed intact into the hepatic portal vein that is not lost to the first-ps, metabolise Fabs,fraotion of the dose of dug absorbed from the gut Iumen: and Fg.fraotion of the dose absorbed that is not metabolized by the enzymatic processes in the gut membrane. .Observed oral bioavailability ie., Fobs = Feb. -Fg-Fh. 'P < 0 .05 compared with water .,take.
[ABSTRACT]
The separation of enantiomers of dihydropyridine derivatives by high-performance liquid chromatography (HPLC) was studied using modified Pirkle-type chiral stationary phases. Enatioseparations of manidipine and nicardipine were achieved by a normal-phase mobile phase utilizing n-hexane-l,2 -dichloroethane-methanol-trifluoroacetic acid on the urea-derivative type chiral statinary phase (SUMICHIRAL OA-4500). The enantioselective HPLC methods of manidipine and nicardipine in human plasma involve a rapid and simple extraction based on a bonded-phase extraction, which were applied to an enatioselective pharmacokinetic study in healthy subjects. Also, the effects of grapefruit juice on the stereoselective dispositions of manidipine and nicardipine in healthy subjects were examined. (+)-Manidipine plasma level was 1.5 fold higher than (-)-manidipine, and both enantiomers plasma level increased to 2.3 fold with grapefruit juice. Additionally, on the study of nicardipine, subjects were received intravenous doses and oral doses. After oral administration, grapefruit juice significantly increased the plasma concentrations of (+)-nicardipine and (-) -nicardipine, but not affect after intravenous administration. It is suggested that grapefruit juice inhibited CYP3A4-mediated presystemic metabolism in the small intestine.
[References] 1) Ohkubo, T. et al., Chromatographia 33, 287 (1992) . 2) Ohkubo, T. et al., J. Chromatogr. A., 659, 467 (1994) . 3) Uno, T. et al., J. Chromatogr. B., 698, 181 (1997) . 4) Uno, T. et al., Ninety-eighth Annual Meeting, ASCPT Abstracts, S209(1997) .
